Abstract : Henoch -Schoenlein purpura (HSP) is a systemic disorder characterized by leukocytoclastic vasculitis involving the capillaries with IgA immune complexes deposition, and about 7% of patients with HSP experience recurrence. Most patients with recurring of HSP nephritis show a recurrence of clinical symptoms over a period ranging from 2 to 5 months, even after the disappearance of initial symptoms. Here we report a 9 -year -old girl diagnosed with recurrent HSP and severe crescentic glomerulonephritis 3 years after complete resolution of the initial symptoms of HSP. Our case is unique in respect of the recurrence at more than 3 years after the complete resolution of initial symptoms, suggesting that careful followup is required in spite of improved renal symptoms in cases of HSP.
INTRODUCTION
Henoch -Schoenlein purpura (HSP) is an immunoglobulin (Ig) A -mediated immune -complex vasculitis predominantly affecting the skin, joints, gastrointestinal tract, and kidneys. It occurs most frequently in childhood and the prognosis for HSP patients is largely predicted by the severity of renal involvement.
The majority of children with HSP nephritis (HSPN) presenting with only hematuria and/or low -grade proteinuria have a good chance of recovery. However, those patients with massive proteinuria at onset frequently show a progressive course 1, 2) . In specialized centers, the proportion of children with HSPN progressing to renal failure or end -stage renal disease varies from 12% to 19% 3−6) .
The epidemiology of HSP is obscure. As to the recurrence of HSP, Cakir et al. reported that 8 (6.9%) of 116 patients with HSPN showed recurring clinical symptoms over a period ranging from 2 to 5 months, even after complete resolution of initial symptoms 7) . However, there have been few reports on the recurrence of HSPN at more than 3 years after the complete resolution of symptoms of HSP 8) .
Here we report a 9 -year -old girl presenting with recurrent HSP and severe crescentic glomerulonephritis at 3 years after complete resolution of the initial symptoms of HSP.
CASE REPORT
The patient first presented with purpura, abdominal pain and bloody stools at 7 years of age in December 2004 and her family physician was consulted. Her family physician diagnosed HSP on the basis of abdominal pain, purpura, arthralgia, proteinuria and hematuria. The patient was referred to a hospital and admitted. Laboratory tests revealed a leukocyte count of 7,100/mm . Immunology studies revealed a C3 of 118 mg/dl, C4 of 35 mg/dl, CH50 of 72.0 U/ml, antinuclear antibody titer of <160 X, negativity for anti -DNA antibody, and negativity for titers of serum anti -neutrophil cytoplasmic antibodies. Prothrombin time and activated partial thromboplastin time were normal, and factor XIII activity was 54%.
At Day 10 of hospitalization, the patient's urinary protein excretion was 1.8 g/day. She was diagnosed with HSPN and treated intravenously with two courses of methylprednisolone pulse therapy (600 mg/day), followed by daily oral administration of prednisolone (PSL, initially 30 mg/day). After treatment, her urinary protein excretion decreased and microhematuria disappeared. Subsequently, the prednisolone treatment was tapered off after 6 months of treatment because the proteinuria and hematuria had completely disappeared. Regular urine analysis did not reveal any abnormalities for more than 3 years.
In November 2008 the girl experienced a second attack of purpura on her legs, with associated pharyngitis, persistent purpura, abdominal pain and proteinuria. Urinary protein excretion increased to more than 5 g/day despite treatment with intravenous PSL (2 mg/kg/ day). The girl was, therefore, referred to our hospital in December 2008.
Laboratory tests revealed a serum total protein level of 5.7 g/dl, serum albumin of 2.8 g/ dl, serum creatinine of 0.6 mg/dl, and serum total cholesterol of 283 mg/dl. Urinalysis revealed protein excretion of 4.0 g/day, with sediment containing 50 erythrocytes, 50 leukocytes, and many granular casts per high -power field. Creatinine clearance (24 -h) was 44.1 ml/min per 1.73 m 2 . Immunology studies revealed a C3 of 107 mg/dl, C4 of 32 mg/dl, CH50 of 42 U/ml, antinuclear antibody titer of <160 X, negativity for anti -DNA antibody, and negativity for titers of serum anti -neutrophil cytoplasmic antibodies. Prothrombin time and activated partial thromboplastin time were normal, and factor XIII activity was 54%. A diagnosis of nephrotic syndrome was made on the basis of the severe proteinuria, hypoproteinemia, edema, and hypercholesteremia. A first renal biopsy was performed, and immunofluorescence microscopic examination revealed a predominant IgA deposition with C3 in the mesangial area. Light microscopic examination showed diffuse mesangial proliferation, and a small increase in the mesangial matrix was found. Eleven of 14 glomeruli (78%) showed cellular crescent formation. The patient was, therefore, diagnosed with HSPN with an International Study of Kidney Disease in Children (ISKDC) classification of grade V and nephrotic syndrome, and was treated with three courses of methylprednisolone pulse therapy, 625 mg/day, followed by daily intravenous administration of PSL (60 mg/day) and plasmapheresis (PP) was performed 5 times. Urinary protein excretion decreased, as a result of this treatment, but proteinuria (2 -3 g/day) continued. We, therefore, decided to use mizoribine (MZB) (150 mg/day, in a single dose). After 2 weeks of MZB treatment, the proteinuria began to gradually decrease, and fell to less than 0.5 g/day over the next 2 months. The administration of PSL was tapered off to 20 mg/day. During the tapering of the PSL treatment, purpura appeared three times, but urinary protein excretion decreased. In April 2009, a second renal B : Light microscopic examination showed diffuse mesangial proliferation, and a small increase in the mesangial matrix was found (PAS stain, ×100). C : Cellular crescent formation was found in glomeruli (PAS stain, ×400). D : Light microscopic examination showed little segmental mesangial cell proliferation, and only mild mesangial matrix accumulation was found.
biopsy was performed to investigate the efficacy of treatment. Immunofluorescence microscopic examination revealed a small degree of IgA deposition with C3 in the mesangial area. Light microscopic examination showed little segmental mesangial cell proliferation, and only mild mesangial matrix accumulation was found. Three of 26 glomeruli (11.5%) showed cellular crescent formation. The patient was, therefore, diagnosed with HSPN with an ISKDC classification of gradeIIIa. The purpura disappeared and urinary protein excretion was significantly decreased and there was no proteinuria or purpura observed during the 6 months of follow -up and ongoing administration PSL (15 mg/day).
DISCUSSION
HSP is predominantly a childhood vasculitic disease, characterized by the presence of immunoglobulin (IgA1) dominant immune deposits in the small vessels. The annual incidence of HSP has been reported to be 13.5 to 22.1 per 100,000 9−11) . While HSP is often a self -limited condition, approximately 40% of pediatric patients develop nephritis within 4 to 6 weeks of the initial presentation 12) . An age of more than 10 years at onset, persistent purpura, severe bowel angina, and relapse were identified as factors for the nephritis of HSP 13) .
In addition, about 25 -40% of HSP patients experienced one or more recurrences of any or all of the symptoms after a period of relative well -being, usually within six weeks of onset 14) . However, there have been no reports on the incidence of HSPN recurrence. In our report, the patient presented with recurring clinical symptoms of HSPN over 3 years after the complete resolution of the initial symptoms of HSP and severe diffuse mesangial proliferative glomerulonephritis with an ISKDC classification of grade V. There have been few reports on the recurrence of HSPN at more than 3 years after the complete resolution of initial HSP symptoms. Fujinaga et al. reported the recurrence of HSPN after a 6 -year remission in a 15 -year -old girl 8) . Our present patient also appears to be an unique case. As for reports concerning the prognosis of HSPN, Counahan R et al.
3) reviewed 88
patients with HSPN and found that 15 of 26 patients (58%) with an ISKDC classification of least grade IV, and 5 of 38 (13%) without treatment had active renal disease, renal insufficiency or both. Yoshikawa et al. 15) reported that HSPN was a significant cause of childhood chronic renal failure, accounting for 16% of all children undergoing peritoneal dialysis in Japan. Specifically, 52% (13 of 25) of the patients in their study with an ISKDC classification of at least grade IV, had renal insufficiency. Thus, it is speculated that adequate treatment is necessary to improve the prognosis of HSPN with massive proteinuria and an ISKDC classification of more than grade IV.
As for the treatment of severe HSPN, there have been some reports dealing with the use of multiple combined agents, such as PP, and immunosuppressive drugs, including cyclophosphamide and azathioprine 16−19) . Iijima et al. 17) reported that a multiple combined therapy with prednisolone, cyclophosphamide, heparin or warfarin, and dipyridamole could be effective in case of histologically severe HSPN. In addition, Flynn JT et al. 19) reported that treating children with HSPN with high -dose corticosteroids plus oral cyclophosphamide is safe and, as in cases of nephrotic syndrome, appears to significantly reduce proteinuria. In our study, we treated the patient with PP, methylprednisolone and urokinase pulse therapy, and MZB. After treatment, urinary protein excretion was found to be significantly decreased and the macrohematuria had disappeared. The pathological findings at the second biopsy were improved compared to those at the first renal biopsy. The mechanisms by which PP benefits the patients with severe HSPN remain largely obscure. However, experimental and clinical immunologic findings suggest that the rationale for using PP in the treatment of patients with HSPN relies on the removal of IgA -containing immune complexes or aggregates, or proinflammatory mediators including cytokines and complements ; reduction in fibrinogen or other coagulation factors ; and possibly desaturation of the mononuclear phagocyte system 20, 21) . In addition, the rationale for using prednisolone and MZB in case of severe HSPN is that corticosteroids and immunosuppressive agents reduce IgA production and minimize the abnormal immune response and inflammatory events that follow IgA deposition in the glomeruli. Urokinase, warfarin and dipyridamole are used to inhibit the mediators of glomerular damage 4, 18) . We reported here a 9 -years -old girl presenting with recurrent HSP and severe crescentic glomerulonephritis 3 years after the complete resolution of initial symptoms of HSP. Our case suggests that careful follow -up is required in cases of HSPN in spite of initially improved renal symptoms.
